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Incidence Mortality

Conpus ulari
4.9%

6.5%
9.2 million 4.4 million
new cases deaths

FIGURE 4. Distribution of Cases and Deaths for the Top 10 Most Common Cancers in 2020 for (A)] Both Sexes, (B] Men, and [C) Women. For each sex, the
area of the pie chart reflacts the proportion of the total number of cases or deaths; nonmelanoma skin cancers (excluding bazal cell carcinoma for incidence)
are included in the “other” category. Sowrce: GLOBOCAMN 2020.



Necesidad no reunidas en Ca de mama RH+

Enfermedad temprana Enfermedad avanzada
* Beneficio de TE, los pacientes * La eficacia de la TE disminuye
aun tiene riesgo de desarrollar con el tiempo

recurrencias * Prolongar el tiempo hasta Ia

aparicion de la resistencia
endocrina puede retrasar el

* Poder identificar a pacientes de N A= ,
inicio de la quimioterapia

alto riesgo de recurrencia, nos
permite escalar |a terapia en la * Manter la HRQolL es esencial
adyuvancia



Distant Recurrence [34)

Diistant Recumence (3]

Riesgo Continuo de recurrencia
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PALOMA-2 MONALEESA-2
Study Design Study Design

Ribociclib
Multicenter, double-blind, e Multicenter, double-blind, 600 mg/day for 3 wks,
randomized, phase 3 study'? randomized, phase 3 study'2 1 wk off over 28-day eycle
+ Letrozole (2.5 mg/day)
: i Key Eligibility Criteria ) 11 (n=334)
Key Eligibility Criteria ' Ra ndo%n.liza tion «  Post-menopausal women with HR+, HER2- recurrent or - Randomization
*  Post-menopausal women with ER+/HER2- ABC ' (N=666) MBC (N=668)
= No prior treatment for advanced disease e « Mo prior treatment for advanced disease :
+ Prior (neo)adjuvant ET allowed . *  Frios (neo)adjuvant ET allowed + Letrozole (2.5 mg/day)
. ECOGPS 02 + mﬂa:izz-;)mgmaﬂ « ECOGPS:0o0r1 (n=334)
Abemaciclib
Multicenter, double-blind, randomized, contmg B o)
placebo-controlled, phase 3 study'~ (continuous sched ullel :
+ Anastrozole (1 mg/day)
or" Letrozole (2.5 mg/day)
Key Eligibility Criteria ; 2:1 (n=328)
«  Postmenopausal women with HR+, HER2- ABC Randomization
«  No prior systemic therapy in this setting (N=493) _ Placebo
+  If necadjuvant or adjuvant ET administered, a disease- BID (continuous schedule)
free interval of =12 months from the completion of ET + Anastrozole (1 mg/day)
« ECOGPS:0ori or" Letrozole (2.5 mg/day)

(n=165)



PALOMA-2 MONALEESA-2
Efficacy Results Efficacy Results

Investi r PES'® Palbociclib + Placebo + i a Ribociclib + Placaba +
Letrozole Letrozole whﬁﬂfed PFS Letrozole La‘hc':z:la
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Muchas progresaran
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No se observaron alteraciones en PIK3CA,
AKT1 ni PTEN (via PI3K)



BOLERO-2
Study Design

Primary Endpoint

« Investigator-assessed
PFS
Multicenter, double-blind, randomized, Everolimus
placebo-controlled, phase 3 study'? 10 mg/day
T Secondary Endpoints
- (25 mg/day) - 0S, ORR, CBR, time
Key Eligibility Criteria ' 2.1 : (n=485) fo deterioration of
- Postmenopausal women with ER+/HER2- ABC whose { Randomizafion ECOG PS, safely, and
disease was refractory to previous NSAI ' (N=724) 3 ol
Other prior ET and a single pricr CT for advanced R Placebo
disease were allowed. + Exemestane Stratification Factors
ECOG PS: 0-2 (25 mg/day) - Sensitivity to prior ET
(n=239) {ves vs. na)
* Presence of visceral

metasiasis (yes vs. no)

N Engl ] Med. 2012;366(6):520. Epub 2011 Dec 7.



BOLERO-2
Efficacy Results*

PES Analysis'®
100 -
"",-i Median PFS 69 28
1 1 HR (35% Ct 0.43 (0.95-0.54;
\ Pralue) <0.001)
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’ Everolimus + exemestane demonstrated a significantly longer mPFS than exemestane alone in patients with ER+/HER2- ABC. There was no statistically significant

improvement in mOS

N Engl ] Med. 2012;366(6):520. Epub 2011 Dec 7.



Mutacion ESR1

* EI 30 % de los canceres de mama metastasicos con receptores de estrégeno (RE) positivos pueden
presentar mutaciones activadoras en el dominio de unién a estrégeno del gen que codifica para

RE ( ESR1)

* Las opciones aceptables incluyen el SERD elacestrant o el antagonista de estrogeno imlunestrant,
ambos con aprobacion regulatoria en los Estados Unidos para esta indicacion

Extragonadalo
sites varies
Estrogen (E1)

precursors
17BHSD1
Aromatase\‘ .E.Z/ B

oo

Cytosol ﬁ ® \

M A SeErD
T g
ERa s
: Impaired » ER turnover
: mobility
A
Nucleus 2% Low chromatin
V7 accessibility

JAMA Oncol. 2016;2(10):1310.


https://www.uptodate.com/contents/elacestrant-drug-information?search=cancer de mama&topicRef=778&source=see_link
https://www.uptodate.com/contents/imlunestrant-drug-information?search=cancer de mama&topicRef=778&source=see_link

EMERALD
Study Design

International, multicenter, randomized,
open-label, phase 3 study

Key Eligibility Criteria
* Postmenopausal women or men 218 years of age with
ER-positive/HER2-negative ABC
1-2 lines of ET
Reguired pretreatment with a CDE4/6 inhibitor
= 1 chemotherapy
ECOG P5: 0-1

1:1
Randomization
(N=694) 4

Standard of care ET*

Vi-MED-155554 © 2024 Lilly US4, LLC. All rights negerved

Primary Endpoint

» Investigafor-assessed PFS
(overall popuwation and in
patients with detectable
ESR1 mutations)

Elacestrant

{400 mg/daiky)
(n=239) Secondary Endpoints

= 05, ORR, duration of
response, CBR,
safetyfolerability

Stratification Factors
= ESR1 mutstions! stafus

= Presence of visceral
metastases

= Previous treatment with
fulvesfrant

(n=238)




EMERALD
Efficacy Results*

PES (in ALL patients)
Elacestrant S0C
(n=239) (n=238)
Events, No. (%) 144 (60.3) 156 (65.5)
100P0e
001 HR (95% ClI) 0.70 (0.55t0 0.88)
o P 0.0018
704 6-month PFS, % 343 204
= (95% Cl) (27.2t0 41.5) (14.11026.7)
52; 12-month PFS, % 23 9.4
% 50 (95%Cl)  (15.21029.4) (4.01014.8)
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Elacestrant demonstrated a significant improvement
metastatic breast cancer in the second- or third-line setting
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Randomized Ph

PES (patients with detectable ESR1 mutation)
(n=115) (n=1138)

100
Events, No. (%) 62(53.9) 78(69.0)
HR (95% CI) 0.55(0.39100.77)
80 P 0.0005
- 6-month PFS, % 408 19.1
£ 60 (95%Cl) (30.1t051.4)  (10.51027.8)
d 12-month PFS, % 268 82
o (95% (16.2t037.4) (1.3t015.1)
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in PFS versus SOC therapy in ER-positive, HER2-negative, advanced or



EMERALD
Efficacy Results*

Interim analysis overall survival m wf‘g.) Interim analysis of overall survival m
(All patients) he11§

&-month 08, % %28 844
(35% CI) 88.0 0 97.6) (73n4
100 12-month 08, % 824 734
" e < (L) (758 10 90.0) (64810 02.4)
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’ The differences in overall survival in this interim analysis were not statistically significant on the basis of the allocated two-sided alpha level
of 0.0001. The final OS results will be provided in the future when data are mature.

Referencs: =ida0d FC Kakla

VV-MED-155554 © 2024 Lilly USA, LLC. All rights reserved




EMERALD
Safety Results (Overall Population)

AEs*210% In either arm, n (%) EIRcRENS 2873 800 pes®

Any Grade Grade 3+4® Any Grade Grade 3+4
Any AEs 218(92.0) 64 (27.0) 197 (86.0) 47 (20.5)
Nausea 83 (35.0)¢ 6(2.5) 43(18.8) 2(0.9)
Fatigue 45 (19.0) 2(0.8) 43(18.8) 2(0.9)
Vomiting 45 (19.0)° 2(0.8) 19(8.3) 0(0.0)
Decreased appetite 35(14.8) 2(0.8) 21(9.2) 1(0.4)
Arthraigla 34 (14.3) 2(0.8) 37(16.2) 0(0.0)
Diarrhea 33(13.9) 0(0.0) 23(10.0) 2(0.9)
Back pain 33(13.9) 6(2.5) 22(9.6) 1(0.4)
AST increased 31(13.1) 4(1.7) 28(12.2) 2(0.9)
Headache 29 (12.2) 4(1.7) 26(11.4) 0(0.0)
Constipation 29 (12.2) 0(0.0) 15 (6.6) 0(0.0)
Hot flush 27 (11.4) 0(0.0) 19(8.3) 0(0.0)
Dyspepsia 24 (10.1) 0(0.0) 6(2.6) 0(0.0)
ALT increased 22(9.3) 5(2.1) 23(10.0) 1(0.4)
Warnings & Precautions
Elacestrant can cause dyslipidemia and embryo-fetal toxicity. For information, Elacestrant exhibited manageable toxicity with most
please refer to the full L% pfc?criblng information at g R ’ AEs of grade 1 or 2 severity. The most frequent AE

_ : e scribin \rmation D was nausea and was of grade 3 severity in 2.5% of
*Data cul oft Septarbar 6, 2021 patients.




The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Imlunestrant with or without Abemaciclib
in Advanced Breast Cancer

En un ensayo aleatorizado (EMBER-3), 874 pacientes con cancer de mama avanzado

Fueron asignadas aleatoriamente a imlunestrant , tratamiento estandar ( exemestano o fulvestrant )
o imlunestrant-abemaciclib.

n engljmed 392;12 nejm.org March 27, 2025


https://www.uptodate.com/contents/imlunestrant-drug-information?search=cancer de mama&topicRef=778&source=see_link
https://www.uptodate.com/contents/exemestane-drug-information?search=cancer de mama&topicRef=778&source=see_link
https://www.uptodate.com/contents/fulvestrant-drug-information?search=cancer de mama&topicRef=778&source=see_link

Perceniage of Patients

1004

754

504

A Progression-free Surdival among Patients with ESRI Mutations, Imlunestrant vs. Standard Therapy

Median

Mo. of Mo.of Progression-free
Patierts Events Sunvival [95% CI)

Fiied
Imlunestrant 138 109 55 (3.9-7.4)
Standard Therapy 118 100 L8 [1.7-5.5)

Difference in restricted mean survisal
tirmes, 2.6 mo [$5% 01, 1.2-1.9)

Maonths

n
L]
]
254 1 5 P0.001
H H
n 1
1 1 Imlunestrant
Standard therapy
c L] L] = L] L] L] L] L] LI ] 1] ] ] T 1
0 2 4 & 2 10 I 14 16 1E M X2 M M I 30
Moniths
M. at Risk
Imilunestrant 138 95 74 56 45 15 ¥ 1§ 15 & 2 0 0
Standardtherapy 112 74 51 33 1 7 5§ 1 I 1 0 o @0
B Progression-free Survival among All Patients, Imlunestrant vs. Standard Therapy
1004
754 Median
E Mo. of Mo.of Progression-free
5 Patients Events Survival [95% CI)
d mo
1 504 Imlunestrant 151 237 56 [33=713)
a Standard Therapy 330 253 5.5 [4.6-5.6)
E Hazard ratia for disease progression
g i or death, 0.87 (953 CI, 0.72-1.04)
= : P12
i
1]
i
H Standard therapy
D L) L : L) L] : L] L] L] ] 1 T ] T 1
0 2 4 & & 10 I 14 16 1E M I M M X0

Entre las pacientes con

mutaciones ESR7 , imlunestrant
mejoro la mediana de la
supervivencia libre de progresion
(SLP) en comparacion con el
tratamiento estandar (5,5 frente a 3,8
meses)

n engl j med 392;12 nejm.org March 27, 2025



A Progression.free Survival among All Patients, imlunestrant-Abemaciclib vs. Imlunestrant Alone

IN

L ]
Y
254

7
e
/

Median
MNooof Mooof Progression.free
Patients Ewvenis Surwival [95% Cl)
ma

imdunestrant-Abemaciclib 712 114 3.4 (7.5-11.9]
Imlumestrant Alone 213 143 55 (13-5.6)

Hazard ratio for distace progressecn
of death, D57 (5% C1, 044-077)
Pl 001
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Inkulbior Treatment, |md Al oclib vs. Imbsnestrant &loms

Miedian
Mo of Me.of Progressionfree
Patients Evenis Suswival [95% Cl)
ma

Imdunestrant-Abemaciclib 115 T 51 (72-11.7)
Ienlumestrant Abone 140 103 37 (21-5.5]

Hazard ratio for disesse peognession
e death, 051 (5% C1, 0.35-0L6E)

Imlunesirant—abemaciclit
& 4
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Lt—o Ienlanestrant alane

u L L] ) ) T ¥ L
o 2 4 ] E 1D 1z 1& 16
W oathes
M. at Risk
|t b S L el — 139 105 EFT ™ SE 41 28 1% 17
aberena ciclibs

Imilunesian done 40 T = 3% 1z 21 13 11 1o

| B B S e G e |
18 0 22 M 3 IE 3

SLP en una poblacidon que incluia canceres
con mutacion ESRT y canceres de tipo salvaje
(9,4 frente a 5,5 meses; HR 0,57, IC del 95 %
0,44-0,73)

n engl j med 392;12 nejm.org March 27, 2025



Los caminos de sefial de PI3K/AKT/PTEN, juegan un rol importante en la proliferacién, sobrevida y metabolismo celular
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SOLAR-1
Study Design

Cohort with PIK3C4-activating mutations

Multicenter, double-blind, randomized,
placebo-controlled, phase 3 study®

KqulgIbiIItj Criteria

Postmenopausal women (and men) with HR+, HER2-
ABC

+ Recurrence or progression of breast cancer during or
after Al therapy

+ ECOGPS:0or1

Primary Endpoint
+  Investigator-assessed
PES
Alpelisib
300 mg/day
+ Fulvestrant* Smnl'ldﬂl}‘ Elldpo-lnti
I — (500 mg IM) » 08
11 '- (n=169) . ORR CBR safety
- Randomization
(N=341) Stratification Factors
"""""""" ' Placebo , Presence or absence of
+ Fulvestrant
(500 mg IM) ﬁﬁ;
(n=172)
+ PriorCOK 486
inhibitor treatment (yes
& dckruinifered on days 1 and V5. ﬂﬂ)

I5afcpeke I

N Inglés | Med. 2019;380(20):1929.



SOLAR-1
Efficacy Results*

Investigator-Assessed PFS_
{Cohort With PIK3CA-Mutated Cancer)_

07 (ronth)
-jﬁ ———
g 081 | )\‘1. Pralue)
[8 ‘-__‘1 1
T 06+ .
g " ke
g 041 "——\__‘__::--x_..__\
o
pa e M-
Tz . .
L +—
D 2 4 6 B 10 12 14 16 18 20 22 24 26 28 3031
Months
No. at Risk
172 120 89 8D &7 58 43 37 29 20 14 g 3 2 o oo

1.0

Placebo +

&7

0.65 (0.50-0.85;
<0.001)

Alpelisib + fulvestrant demonstrated a significantly longer mPFS than fulvestrant alone in patient

’ ABC with a PIK3CA mutation

N Inglés | Med. 2019;380(20):1929.

Overall Survival

(Cohort With PIK3CA-Mutated Cancer]
A oo ”E"‘-.,.H_ _ No. avents, o (%)
o ) ' "—_,r_: ) Censored, # (%)
£ L"ﬁ i Median 08, months (95% C1)
z S
i 50 . o MR (95% CY)
g
E‘ T".‘ - Lhw-l.ilt
40 e, iy
% R #llm
g 20 - 1_:"'"\—.;54 L:.
o O % Censoring times"

Mo. at Risk

’ Although the analysis did not cross the prespecified

Time (months)

1 B8 G560 58 54 S0 43 37 33 29 28 26 26 20 17 13 9 6 &

Alpalisib+FUL | Placsbo + FUL

(n=84) (m=88
47 (56.0) 58 (67.4)
37 (44.0) 28 (32.6)
87.2(28.7-43.6) 22.8(19.0-26.9)
0.68 (0.46-1,00)

for statistical significance, there was a 7.9-month numeric

boundary
improvernent in median OS when alpelisib was added to fulvestrant treatment of patients with PIK3CA mutated, HR+, HER2- ABC



SOLAR-1 25% de interrupcion del

tratamiento
Safety Results*
R Alpelisib + Fulvestrant (n=284) | Placebo + Fulvestrant (n=287)
Any Grade Grade 3+4 Any Grade Grade 3+4
Any AEs 282 (99.3) 216 (76) 264 (92.0) 102 (35.5)
Hyperglycemia® 181 (63.7) 104 (36.6) 28 (9.8) 2(0.7)
Diarrhea® 164 (57.7) 19 (6.7) 45(15.7) 1(0.3)
Nausea® 127 (44.7) 7(2.5) 64 (22.3) 1(0.3)
Decreased appetite 101 (35.6) 2(0.7) 30(10.5) 1(0.3)
Rash® 101 (35.6) 28(9.9) 17 (5.9) 1(0.3)
Vomiting® 77 (27.1) 2(0.7) 28 (9.8) 1(0.3)
Weight loss 76 (26.8) 11(3.9) 6(2.1) 0
Stomatitis 70 (24.6) 7(2.5) 18 (6.3) 0
Fatigue 69 (24.3) 10 (3.5) 49 (17.1) 3(1.0)
Asthenia 58 (20.4) 5(1.8) 37(12.9) 0
Warnings & Precautions
Alpelisib can cause severe hypersensitivity, severe cutaneous adverse reactions, hyperglycemia, In the alpelisib + fulvestrant arm, the most common
pneumonitis, diarrhea, and embryo-fetal toxicity. For more information, please refer to the full US . Any Grade AEs were hyperglycemia, diarrhea,
prescribing information at hitps.//www.novartis. us/sites/www.novartis.usfles/piqray.pdf. nausea, decreased appetite and rash

N Inglés | Med. 2019;380(20):1929.



CAPItello-291
Stuady Design

Key

Randomized, double-blind, placebo-
controlled, phase 3 study

Eligibility Criteria
Pre-, peri-, and postmenopausal women and men with
HR-positive, HERZ-negative ABC

Relapse or disease progression during or after treatment
with an Al, with or without previous COK4/6 inhibitor
therapy

* Randomization

1:1

(N=708)

Placebo

+ Fulvestrant
(500 mg every 14 days for

the first three injections and
every 28 days thereafter)
(n=353)

Primary Endpoint
+ Investigator-assessed

PFS {overall population
and in patients with AKT
pathway-altered tumors)

Secondary Endpoints
+ 08, ORR, safety

Stratification Factors
+ Presence or absence of

liver metastases

«  Previous use of a COK4E

inhibitor (yes or no)

+ (Gepgraphic area

(assessed in the overall
population only)

Lancet Oncol. 2024;25(9):1231



Capivasertib is a potent, selective inhibitor of all three AKT isoforms

AKT is a key node within
the PIBK/AKT/PTEN pathway

Inhibition of the AKT node can disrupt
-aberrant signalling within, and
PIBK/IAKT/PTEN pathway'?

PI3K inhibitor'?
+ inavalisib

/ 3 G
3 —@ —as —

AKT inhibitor™?

v
m = Capivasertib

Cell prodzeshon .

Metabolisn e

Col sunvival

Capivasertib is an
ATP-competitive inhibitor of all
three AKT isoforms
(AKT1/AKT2/AKT3)34

Co-targeting the ER and
PIBK/AKT/PTEN pathways through
the combination of capivasertib + ET
(fulvestrant) is a viable strategy to
optimise ET benefit and signalling in
patients with pathway-altered




CAPItello-291

Efficacy Results*
Investigator-Assessed PFS
Il Population AKT Pathw mors®
100 [—— Placebo +
504 Fulvestrant Fulvestrant
50- b 73 21
;z: mm nm‘q:ﬁ#ns:

Capivasertib—fulvestrant

Progression-free Survival (%)
Progression-free Survival (35)
&

L

10+ Placebo—fulvestrant
c 1 Ll 1 1 1 1 1 1 1 1 1 1 Ll
4] 1 4 [ B o 12 14 16 18 20 22 M4 M
Months since Randomization Months since Randomization
No. at Risk No. at Risk
355 266 207 172 138 116 78 &5 43 25 o " P "
Caplvasertib acebo Overall Survival Caplvasartb + Placsbo +
353207 142 106 8366 51 a3 23 W Svera (AKT Pathway-Altered Tumors®) Fulvestrant —
Il Population 18-month 08, % T3.9% 65.0% Fathw = -
18-month 08, % 73.2% 62.0%
(6%c)  (e83078.7) (8.7 to 70.6) - (95%C)  (84.81080.0) (53.11071.2)
100 .
%0 HR (95% Cl) 0.74 (0.56-0.98) 90 HR (95% C1) 0.68 (0.45-1.08)
E . . 20
i 80 Capivasertib—fulvestrant g Capivasertib—fulvestrant
= 707 Placebo-fulvestrant =
E &0 . £ &0+ Placebo=fulvestrant
= =
3 50+ 3 504
T 40 = 404
£ 304 30—
5 3
20+ 20
104 104
0 T T T T T T T T T T T T | 1 o T T T T T T T T T T T T T 1
i} 2 & B - 1o 12 14 e 18 20 22 24 26 28 o 2 4 3 g 10 12 14 1& 18 20 22 24 25 1B
Mo, at Risk Months since Randomization No. ot Risk Months since Randomization
Lancet Oncol 2024.25(9).1 231 355 343 327 3B 306 295 258 198 144 95 &3 33 9 1} 155 153 144 139 131 125 111 83 60 45 30 14 3 1
. ] . 358 334 316 301 283 Z74 23T 181 134 90 59 0 N 0

184 127 122 M2 M % 87 62 46 1 2.3 13



CAPltello-291
Safety Results (Overall Population)2

eovovmomemany G I

Any Grade Grade 3+4 Any Grade Grade 3+4
Any AEs 343 (96.6) 148 (41.7) 288 (82.3) 54(15.4)
Disrrhea 257 (72.4) 33(0.3) 70(20.0) 1(0.3)
Rash® 135 (38.0) 43(12.1) 25(7.1) 1(0.3)
Nausea 123 (34.6) 3(0.8) 54 (15.4) 2(0.6)
Fatigue 74 (20.8) 2 (0.6) 45(12.9) 2(0.6)
Vomiting 73 (20.8) 6(1.7) 17 (4.9) 2(0.6)
Headache 60 (16.9) 1(0.3) 43(12.3) 2(0.6)
Decreased appetite 59 (16.6) 1(0.3) 22 (6.3) 2(0.6)
Hyperglycemia 58 (16.3) 8(23) 13(3.7) 1(0.3)
Stomatitis 52 (14.8) 7{(2.0) 17 (4.9) 0(0.0)
Asthenla 47(13.2) 4(1.1) 36 (10.3) 2(0.6)
Pruritis 44 (12.4) 2(0.6) 23 (6.6) 0(0.0)
Anemia 37 (10.4) 7{(2.0) 17 (4.9) 4(1.1)
Urinary tract infection 36 (10.1) 5(1.4) 23 (6.6) 0(0.0)
Warnings & Precautions
Capivaserib can cause hyperglycemia, diarrhea, cutaneous adverse reactions, and embryo-fetal mumhmnts ﬁn mgmrﬁl
toxicity. For more information, please refer to the full US prescribing informalion at any grade, occurring in 72.4%, 38,0%, and 34.6% of

hitps:www accessdata. fda gowidrugsatida docsdabel/202 3218187500010 pof patlents, m

Lancet Oncol. 2024;25(9):1231






evERA BC: Study Design

= Global, open-label, randomized phase Il trial

Stratified by prior treatment (yes/no),
ESR1m (yes/no), site of disease (visceral
vs nonvisceral)

Patients with ER+/HER2- aBC;
1-3 prior lines of therapy with (n=183)
<2 prior lines of ET for aBC;

PD or relapse during/after
CDK4/6i + ET; no prior CT for ch\ SoC ET" + Everolimus 10 mg*

(N — 373) (I"I = 190)

*Dexamethasone mouthwash prophylaxis and treatment strongly recommended per SWISH protocol.
TExemestane/fulvestrant/tamoxifen.

= Primary endpoints: INV-PFS in patients whose tumors had ESRIm and in ITT
population

Giredestrant 30 mg + Everolimus 10 mg*

—, Until PD or unacceptable
toxicity

= Secondary endpoints: OS, INV-assessed ORR, DoR

Mayer. ESMO 2025. Abstr LBA16. Slide credit: clinicaloptions.com E

perevietied by CEE




ERA

Breast Cancer

Co-primary endpoint — INV-PFS in the ESR1m population

SOCET+
everolimus
n=105

Giredestrant +
everolimus

n =102

100 -
Events, n (%) 63 (61.8) 89 (84.8)
507 Median, mo (95% CI)  9.99 (8.08, 12.94)  6.45 (3.75, 5.62)
2 Stratified HR 0.38
» (95% Cl) (0.27, 0.54); p < 0.0001
&
= 40 -
= Exploratory analysis: INV-PFS by SOC ET
Total, n , Unstratified HR (95% CI
20 5 Exemestane 67 —MW— | 0.40 (0.28, 0.58)
Fulvestrant 31 — I 0.44 (0.28, 0.69)
04, ; . : ' : . : . ! , Ermaatmmma-:u: ET -
u 3 E 9 12 15 -1B 21 24 2? 3[] + gyarolimus betler + everolimus belier
Mo. at risk TII'I'I'E' I:I'I"'ICI}
Giradestrant + everolimus 102 85 61 52 28 13 1] 2
S0OC ET + everolimus 105 67 35 25 10 2 1 1 1
Combination therapy with giredestrant + everolimus led to a clinically meaningful
62% reduction in the risk of progression or death in patients with ESRTm

Data cutoff: 16 July 2025. FFS by blinded independent radiologist was aimar io INV-FFS: Median PFS was 1114 mo (giredesirant + everolimus) and 5.68 mo (S0C ET + everolimus); stratified HR, 0.49; 85% CI: 0.34, 0.71
L onfidence interval, ESRTm, ESRT mutal HR, hazard ratia; IM egligator-assessad, mo, montha: PFS, progressson-free surdval, S0C ET, standard of care endocrine therag

Presented by: Erica L. Mayer, MD, MPH. congres
Conlent of this presentation is copyright and responsibility of the author. Permission is required for re-use. mm



ERA

Breast Cancer

Interim OS in the ESRTm and ITT populations

ITT population (67% mature)

1004

60

0S (%)

ESR1m population (59% mature)

404
Giredestrant SOCET+
+ avarolimus | everolimus
I n=108
20 Events,n (%) 26 (25.5) 41 (39.0)
ME 21.03
Median, mo (95% Cl) 50 17 NE)  (14.78, 26.87)
Stratified HR 0.62 (0.38, 1.02);
o (95% CI) p = 0.0566
T L] T Ll L] Ll L] Ll Ll L LI L]
5] 2] 12 15 18 21 24 27 30 33 36
Mo. af risk Time (mo)
Sirsdesirant + everolmus 102 a7 a1 &7 ar 19 I} B Girsdesira
WC ET + everolimus 108 43 T4 &7 aa 14 10 X 1 SOCE
Data cubof: 16 July 205 fidence interval, ESRTM, ESRT mutabon; HRL hazard ratial ITT, interton b treat. mo, months; NE, mol eva

Prasenied by: Erica L. Maya

r. MO, MPH.

Content of this presentation ks copyright and responsibility of the author. Permission is required for re-uss.

100 -

80

G0 -

08 (%)

404

204

Mo. atrisk

nt

everalmus

Giredestrant SOCET+
+ avarolimus everolimus
n=183 n=190
Ewvants, n (%) 47 (25.7) 68 (35.8)
) MNE 26 BT
Mesdian, mo (95% Cl} (NE. NE) (22.21, NE)
Stratified HR 0.69 (0.47, 1.00);
{95% Cl) p=0.0473
LI L] LI T T L T L L] L] Ll LI L]
0 3 3] 9 12 15 18 21 24 27 30 a3 36
Time (mo)
18% 174 161 152 127 103 T8 ] 20 -1
15 1804 2] 167 148 12 a2 &7 | 15 T 1
&fall si CET s dard of care & C £ sl



evERA BC: Safety

" Most common TEAEs in both treatment arms were stomatitis, diarrhea, and anemia

Giredestrant + Everolimus SoC ET + Everolimus
(n=182) (n = 186)
Grade 1/2 Grade 3/4 Grade 1/2 Grade 3/4
Stomatitis 44.5 2.7 45.7 3.2
Diarrhea 26.9 0 21.5 1.1
Anemia 17.6 6.0 12.4 8.6

= n=7(3.8%)and n=1(0.5%) of patients receiving giredestrant + everolimus and SoC ET +
everolimus, respectively, experienced bradycardia (all grade 1/2)

Slide credit: clinicaloptions.com

C O

Mayer. ESMO 2025. Abstr LBA16G.
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Conclusions

» The next-generation oral SERD giredestrant, in combination with everolimus, showed statistically
significant and clinically meaningful improvements in INV-PFS vs SOC ET + everolimus in
ER+, HER2—- aBC post-CDK4/6i

— ESR1m: 62% reduction in the risk of progression or death (HR 0.38; median INV-PFS 9.99 vs 5.45 mo)

— ITT: 44% reduction in the risk of progression or death (HR 0.56; median INV-PFS, 8.77 vs 5.49 mo)
« Consistent benefit with giredestrant + everolimus was seen across key subgroups; ORR and DoR
benefits were observed irrespective of ESR7m status; OS analyses were immature and favourable

« The safety profile of giredestrant + everolimus was manageable and consistent with the known
safety profiles of the individual drugs; there were no unexpected safety findings

Giredestrant + everolimus may represent a new effective all-oral treatment option
in the post-CDK4/6i setting for patients with ER+, HER2- aBC

Prasented by: Enca L. Mayer, MO, MPH. COngress
Contant of this presantation i copynghl and rasponsibility of the author. Parmissian i required lor re-usa. mm






VIKTORIA-1: Study Design

= |nternational, open-label, randomized phase lll trial

Stratified by lung/liver metastases (yes vs no), TTP on last prior

therapy (< vs >6 months), and region (US/Canada vs ROW) This analysis

|
Pre- and postmenopausal ! Gedatolisib* + Palbociclib’ + Fulvestrant*
women and men with i (n = 131)
HR+/HER2- aBC with .
progression on/after / Gedatolisib* + Fulvestrant* Optional
CDK4/6i + NSAI; <2 prior GEFED) cross-over at
lines of ET for aBC; \ progression
measurable disease (RECIST - Fulvestrant?
v1.1); no T2D with A1C
>6.4% or T1D; no prior
mTORi, PI3Ki, or AKTi: no *180 mg IV QW, 3 wk on, 1 wk off. 7125 mg QD, 21 days on,
prior chemotherapy for aBC; 7 days off. ¥*500 mg cycle 1, Days 1 and 15, then Q4W.
known PIK3CA status
(N =392) — —

Co-primary endpoints: PFS (by BICR) of triplet regimen vs fulvestrant and PFS (by BICR) of doublet
regimen vs fulvestrant

= Key secondary endpoints: OS, response, safety, QoL
Hurvitz. ESMO 2025. Abstr LBA17. NCT05501886. Slide credit: clinicaloptions.com E
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VIKTORIA-1: PFS With Gedatolisib + Palbo + Fulvestrant
vs Fulvestrant (Coprimary Endpoint)

100 — Geda;olisib + Palbo + Fulvestrant
ulvestrant - 131)
(n=131) (n
80 Median PFS, mo (95% CI) 9.3 (7.2-16.6) 2.0(1.8-2.3)
Adjusted HR (95% Cl) 0.24 (0.17-0.35); P <.0001
g 60 =
v
L.
o 404 H
20 = H
O 1 1 1 | 1 | 1 | 1 | 1 1 1 | | | | 1 | 1 1 1 1 1
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24
Time (Mo)
131 127103 94 69 68 50 49 35 34 24 22 19 16 10 10 9 6 6 6 4 4 4 1 0

131 114 45 35 20 20 11

Hurvitz. ESMO 2025. Abstr LBA17. Reproduced with permission.

1 7 5 3 2 2 2 1 1 1 0

Slide credit: clinicaloptions.com

perevietied by CEE



VIKTORIA-1: PFS With Gedatolisib + Fulvestrant vs
Fulvestrant (Coprimary Endpoint)

100 = Gedatolisib + Fulvestrant Fulvestrant
(n=130) (n=131)
80 = Median PFS, mo (95% Cl) 7.4(5.5-9.9) 2.0(1.8-2.3)
Adjusted HR (95% Cl) 0.33 (0.24-0.48); P <.0001

ES 60 —
v
Ll
o 40+

20 - | LI LA L |

| 1] : | |
0

1 1 1 1 1 1 | 1 1
0 1 2 3 4 5 6 7 8 9 10 1112 13 14 1516 17 18 19 20 21 22 23 24 25 26

Time (Mo)
130 126 93 89 64 63 45 44 33 33 22 22 17 1611 8 6 5 5 3 1 1 1

1 1 1 0
131114 45 35 20 20 11 11 7 5 3 2 2 2 1 1 1 O

Hurvitz. ESMO 2025. Abstr LBA17. Reproduced with permission. Slide credit: clinicaloptions.com E

perevietied by CEE



VIKTORIA-1: Investigators’ Conclusions

= |n phase Il VIKTORIA-1 trial, combination of gedatolisib and fulvestrant * palbociclib vs fulvestrant
show statistically significant and clinically meaningful improvement in PFS in patients with
HR+/HER2- aBC and PIK3CA wild-type status progressing on previous CDK4/6i therapy

— mPFS in triplet vs fulvestrant: 9.3 vs 2.0 mo (HR: 0.24; 95% Cl: 0.17-0.35; P <.0001)
— mPFS doublet vs fulvestrant: 7.4 vs 2.0 mo (HR: 0.33; 95% CI: 0.24-0.48; P <.0001)

= Efficacy of gedatolisib-based therapy was similar across previous alternative specific CDK4/6i
received

=  TRAEs were mostly mild to moderate in severity (grade 1/2)

— Incidence of hyperglycemia was low (9.2% in triplet arm and 11.5% in doublet arm), and diarrhea occurred
in 16.9% and 12.3% of patients, respectively

— Discontinuation of therapy due to AEs was uncommon, reported in only 2.3% of patients receiving the
triplet and 3.1% receiving the doublet

= |nvestigators conclude that gedatolisib + fulvestrant * palbociclib is a new potential SoC for patients
with HR+/HER2- PIK3CA wild-type aBC following progression on/after a CDK4/6i

Hurvitz. ESMO 2025. Abstr LBA17. Slide credit: clinicaloptions.com E

pereied by COA




Current SoC 1L treatments for HR-positive HER2-negative aBC include an Al
or fulvestrant, combined with a CDK4/6 inhibitor, with multiple SoC (and
non-SoC) options in 2L12

HR-positive

HER2-negative mBC Treatment pathway
diagnosis

1L treatment options 2L and beyond treatment options
ET + CDKA4/6i rechallenge
O
ET + everolimus
PIK3CA/MAKT1/ : :
PTEN alteration Capivasertib + fulvestrant Not a candidate
Candidate for ET
PIK3CAM Alpelisib + fulvestrant for further ET
Al or fulvestrant + CDK4/6i ESR1m Elacestrant
gBRCAmM
Chemotherapy”®
DARP
l gBRCAm if not previously used
Mot a candidate HERZ-low T-DXdt
for further ET
.
Chemotherapy

*|f patient is at risk of imminent organ failure; 'n gBRCAmM patients only, following prior ET and if no risk of organ failure; Fost one line of chemotherapy, §Post two lines of chemotherapy

1L=first-ling; 2L= second-line; 3L=third-ine; Al=arematase inhibitor, AKT1=AKT sennsthreonine kinase 1 (gene); (a){m)BEC={advanced)(metastatic) breast cancer; gERCAmM= germline breast cancer gene
mutated; ER=oestrogen receptor, ESRim=cestrogen receptor alpha (gene) mutated; COK=cyclin dependent Kinase; chemo=chemotherapy, ET=endocrine therapy,; HR+=hormone receptor-positive; HERZ=human
epidermal growth factor receptor 2; mono=monotherapy; mTOR=mammalian target of rapamycin; PD-L1=proegrammed death-ligand 1; PI3K=phospoincsitide 3-kinase (protein), PIK3CAm=phosphatidylinositol-4,5-
bisphosphate 3-kinase catalytic subunit alpha (gene) mutated, PR=progesterone receptor, FTEN=phosphatase and tensin homelogue (gene); SG=5acituzumab govitecan; SoC=standard of care.

1. Gennari A, et al. Anm Oncol. 2021:32:1475-1485: 2. NCCH Clinical Practice Guidelines in Oncology: Breast Cancer v1.2024. Internal training use only — January 2024







DESTINY-Breast06: Trastuzumab Deruxtecan vs CT in
Previously Treated HR+/HER2-Low or HER2-Ultralow MBC

= Multicenter, open-label, randomized phase Il trial

Stratified by: prior CDK4/6 inhibitor use (yes vs no); HER2 IHC 1+ vs 2+/ISH- vs O;
prior taxane in nonmetastatic setting (yes vs no)

Patients with HR+ metastatic breast cancer T-DXd
with PD on 22 previous ET % targeted / 5.4 mg/kg Q3W
therapy (no prior CT) for MBC*; HER2 low (n=436) Until PD or
(IHC 1+, or 2+/ISH-) or HER2 ultralow (IHC" _1:1 — toxicity
>0 <1+) based on central IHC assessment Physician’s choice of CT
using most recent evaluable IHC sample (capecitabine, paclitaxel, or nab-paclitaxel)
(N = 866) ELEN)

*Also allowed: 1 prior line for MBC and PD £6 mo of starting 1L ET + CDK4/6 inhibitor
or 1 prior line for MBC and recurrence <24 mo of starting adjuvant ET.
*HER2 IHC >0 defined by any IHC staining up to 10% of tumor cells.

=  Primary endpoint: PFS (per BICR) in HER2-low population ® Other secondary endpoints: PFS (per INV) in HER2-low
] _ _ population, ORR and DoR (per BICR/INV) in HER2-low
= Key secondary Entfipﬂlnt: OS in HER2-low population, PFS population and ITT, safety and tolerability, PROs
(per BICR) and OS in ITT

Curigliano. ASCO 2024. Abstr LBA1000. NCT04494425. Slide credit: clinicaloptions.com - E
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DESTINY-Breast06: Efficacy

HER2-Low Population HR (95% Cl)

Median PFS by BICR, mo

ST e 13.2 8.1 0.62 (0.51-0.74) <.0001
12-mo OS rate,* % 87.6 81.7 0.83 (0.66-1.05) 1181
HER2-ITT Population HR (95% ClI)

Median PFS by BICR, mo 13.2 8.1 0.63 (0.53-0.75) <.0001
12-mo OS rate,” % 87.0 81.1 0.81 (0.65-1.00) NR
HER2-Ultralow Population HR (95% ClI) P Value
Median PFS by BICR, mo 13.2 8.3 0.78 (0.50-1.21) NR
12-mo OS rate, % 84.0 78.7 0.75 (0.43-1.29) NR

= T-DXd showed consistent PFS benefit across prespecified patient subgroups, regardless of age, HER2-low status, prior
exposure to CDK4/6i or taxane, number of prior ET lines, endocrine resistance, or liver metastases

*20.1% of patients in the CT arm received T-DXd after CT discontinuation. ¥17.9% of patients in the CT arm received T-DXd after CT discontinuation. E
Curigliano. ASCO 2024. Abstr LBA1000. Slide credit: clinicaloptions.com
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1- La terapia hormonal de segunda linea sigue siendo el manejo del
cancer de mama con RH

2- La introduccion de nuevas combinaciones y el desarrollo de agentes
dirigidos , ofrece mayor SLP y una mejor calidad de vida

3- El abordaje personalizada maximiza los beneficios terapéuticos y
minimiza toxicidades

4- Persisten desafios relacionados con la aparicidon de resistencia y la
seleccion optima



‘No hay que
temer a nada
en la vida, solo
tratar de
comprender.”

Marie Curie

El conocimiento compartido hoy es la semilla de los avances del mahnana

Muchas gracias



